peroxidase (HRP)-linked anti-rabbit antibody (Dako, K400311) was used undiluted to detect 23 positive cells. 24
Tumor induction protocol for gene expression studies over time 25
Gene expression studies over time (Supplementary Figure 4A and B) were performed in a 26 different facility. Because of changes in commensal communities between mouse facilities, a 27 different protocol of AOM/DSS was applied to yield robust tumor formation in C57BL/6J 28 mice, which was comparable to the one observed in the other mouse facility. In brief, animals 29
were injected with AOM. After 5 days, mice were given one cycle of 2% DSS for 5 days, 30
followed by 16 days of water. In the next two feeding cycles, DSS was increased to 2.7%. 31
Animals were analyzed on days 20, 60 and 90. 32
Generation of bone marrow chimeras 33
Mice were irradiated with two doses of 650 cGy at an interval of 4 hours. Mice were then 34 adoptively transfused with 1  10 7 bone marrow (BM) cells from donor animals and treated 35 with the antibiotics Bactrim (Roche) and Baytril (Bayer) in the drinking water for two weeks. 36
Following antibiotic treatment, BM recipient mice were co-housed with untreated WT mice 37 for 4 weeks prior to DSS or AOM/DSS treatment to accelerate the re-colonization of the 38 intestinal microflora. Also, soiled bedding was exchanged between cages at least weekly for 39 matching of commensal communities between experimental groups. 40
ELISA 41
A sandwich ELISA for IL-6 was performed on 96-flat bottom Nunc MaxiSorp® plates 42 (eBisoscience, 44-2404) using a purified anti-mouse IL-6 capture antibody (eBisoscience, . A second biotinylated anti-mouse IL-6 antibody (eBioscience, 13-7062) followed 44 by addition of Avidin HRP (eBioscience, BrdU-based cell proliferation ELISA (Roche, 11647229001) . 84
Determination of disease activity score 85
The following criteria were used for determining the disease activity score, by adding for each 86 mouse the value of these three distinct parameters; Weight loss compared with initial weight 87 (Score 0, <1% weight loss; Score 1, 1-5% weight loss; Score 2, 5-15% weight loss; Score 4, 
